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Abstract of JP8173176 

PURPOSE: To obtain an inhibitor of 
arterialization containing borrelidin or its salt as 
an active ingredient and useful for treatment, 
etc., of various solid cancers. 
CONSTITUTION: This inhibitor of 
arterialization contains borrelidin, having a 
structural formula represented by the formula 
and isolated as an antibiotic substance from a 
culture solution of a microorganism of the 



genus Streptomyces to determine the structure 
thereof or its salt as an active ingredient. The 
borrelidin is preferably obtained by culturing 
Streptomyces rochei Mer-N 7167 (FERM P- 
14670) in a nutrient culture medium and 
collecting the borrelidin from the culture 
solution from the viewpoint of productivity. 
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1 

[|»2fcBl] #l/U5» (Borrelidin) £fcte-£©& 

m#JR2] (Borrelidin) *&«*©£ 

[»MfcE3] XhU^h^-tX • D^x-f (Streptom 
yces rochei) Mer-N 7167 (PERM P-14670) ftftgjft&ip 

[£93©I¥*fflfciBi|f|] jfl 
[000 1] 

[0 0 0 2] 

[ft*©&ffi] Jftl«f£)tlft%JQa)M1t»^#KS 

TV>*. AWHlcttK U9v?ttMM. 7fn-A 

JliiM*oA)ir*#5*«tLTPWr6n* (Marsha 
A. et ah, Biotechnology, 9, 630, 1991), &\zmte 

*©««ttjfc««*ic««F*r* c taws n-cn* c 

(Folkman J., J. Natl. Cancer Inst., 82, 4 , 

1990) mm£m%Mmfe&®Mmztt~rmb^fe 

muziSiZtMWZftx^*, 
[0 0 0 3] cnSTtK^^OJfiitfilf&MWKfcM 

Ji^ffiattTH&V* (&»##&« ¥3- 1 0 9 3 2 
4, &m#ft&m ¥3-2 3 6 3 2 4, temftWikm 

¥3-2 18 4). 

[0 0 0 4] 

ffttftCTftMftftftJWU JliLtf»f£©A*iiraift 
[0 0 0 5] 

[RH£tfft-r*fca&®#gfc] ±B3R*K«*, 40 

si^mil £©?&&%«£#* u mmmm 

©tti& #WU>>> (Borrelidin) tfiiLtt§f£BtFfiH£ 
ft***Efcft*J*TJ!Mau 

[0 0 0 6] tftto^MRKt tf^U 5?>*&l»© 



&W¥8- 1 7 3 17 6 

2 

fommm\\zm-%hox*>*. *fc, xh 

• D^x-f (Streptomyces rochei) Mer-N 
7167 (PERM P-14670) U *0«F* 

[0 0 0 7] #l/U^M*Xh^:/h3irX«©«ife& 

©*«J^6«4*KibT1949Wfi«l****n& 
4fc£#JT&£ (Berger J. et al., Arch. Biochen. Bio 
phys., 22. 476, 1949) . fc?£tt2 [7-cyano - 
8, 16-dihydroxy -9, 11, 13, 15-tetramethyl - 
18-oxooxacyclooctadeca -4, 6-dlen-2-yl] cy 
clopenta-carboxylic acid flliS^teTSl^ 

(I) T^n5fe0t*5. 

[00 08] 

Hfel] 



OH 




( I ) 



[0009] tfvvvymmmvmzifi^frzfc 

Jflfc«fctfifUMc« (Krebs ascitestumor) ftsfflftJfrl" 
*££fl*fl&ttTl^* (Dickinson L. , et al., Natur 
e, 206, 265, 1965) . Lj&U JhMr£IMtiUa4:V) 

5 ^ < ^» a n» ^ fp« **r * c t ft w# s jwb 
» lto*5 «t tffemi t ura^s ns t> ©r& *. 

[0 0 10] *l/U (Krebs ascites tumo 

*. BMtwmttwa, m. am. ni)k» 

#fcJk£#r££#-5, H$©ftft*«U K*ftft£U 

>/i*©«tt*snfcv*. 

[0 0 113 aTIC*»W«WIBfcKWr*. #UUi> 
>©ttlfllC»T**1ll4«#«*©lfc£««t bTl*> 

tc Streptomyces albovinaceus, Streptomyces rochei 
fc^tfStreptomyces sp. C 2989 ft&tfUJ S>>ftflf£ 

3^T#* (Singh S.K. et al.,Antimicrob. Agents. Ch 
emother. 27, 239, 1985 ; Berger J., et al., Arch.B 
iochem. Biophys., 22, 476, 1949 ; Lumb M. et al., 
Nature, 206 , 263,1965) a 
[0 0 12] *<DMtLX\*. ft£XftXbU7h** 
X « D^x^ (Streptomyces rochei) ATCC10739fc£rt* 

miztizw, W£#^us>>©m*#k<#»mi 

Mer-N 7167*j&t*lf&n*. *»ttaT©m*ttttK* 
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4 



£3ttlfcgl x 1-2 jam eflTC**. 

tite#5#h-x> £Om-x» v>y-x, y# 

-Xft^tJ. 
[0 0 13] *a»«Lh"C©4*; 

isp- 1 ±^wmm^ »<6ftoft««#ft«^ 
isp- 2 4iu0^ eft©»***±icRft&^i, 

0ca& (Light grayishreddish brown ) ©Jfi^fc^* 

ISP- 3 £WttA#T> tt?©fittRJRfi (Grayish pu 
rp!e) , 4M&ISP-2&N1I 

ISP- 4 ft^fcfittRfl (Medium gray)ffiteISP-2 £R * 



isp- 5 ttiis<, aftoft+if^ft^uirrs. 

[0 0 14] ttfjffffcft; 

y-x, T>y-x* r^try-x 

(±) *->n-x 
i0 (-) ?7^y-x, ~>a.?a-x 

(+) ;A<*fcT* (-) ;Kfcbfcvs (±) ; 

•e©*ra 

R£ ; ^©tt#ftlTOK:£JKL& Streptoayces roch 
ei type strain IFO 12908©f&t££:JttH~££, 3J1K: 

[0 0 15] 

mi] 





N 7167 


IFO 12908 




10-50, 50GUBJl6ftttK 

isp- 2. 3. 


10—50. 50EU:t>**l«::£&ft4. 
ISP- 2, 4Ti£«*fc 

isp- 3 r*>r As:: ja&ns* 



[0016] £©,«&*«****©©, m&ftitz 

«£©itTttfc<, Xhl^r-^-feX • D^x-f (Strep 
toayces rochei) ©Mft*»i©KiirC**©T?» #38$ 
f 5fJ*i*SXM/^h5tX • Dfi'f (Streptom 
yces rochei) Mer-N 7167 

©BfcBftCFERM P-14670£LT»K3nW*. 
[0 0 17] HH««fftfi»flHtox^U-r:>^tttl/ 

^C»ldniffK»^Bgl«j|«^:lj(: ( Nicos 
iaR.F., Lab. Invest., 63, 115, 1990) . th 

*JM WiDr »tt»ft«tiTT9XiftTTOjll«lf*B 
[0 0 18] ^M/^h5-tXJR©tkfe«lrft3l#©*0 

«c»t*frf:T»m tt*Jftft*M»Eli,fe©5:/* 
y - jv * fc tt * v n if ©m»ik * 

y-;HcT«liHU HttX-*^ (light petroleum) & 

^!Rf^D7h^77^- LH 20 yjl^DVh^ 
^SH^DTh^^^Y-, l»Si7DThif77>f 



30 ^-^DVhy77^-^£§ltjflJffllt^ 
_hgB#*£ * Itl^bt D ft Ml 

^■y-x h/wx>&ga*#yi3n**«**ftflj 

lt\Z? uu*)Vi>tmmtfcmu £ftJB»« c 

£. -t>©#&£lvTM. Lunb£©#fe&*&5„ (Natu 
40 re, 206, 263, 1965) . M^fcfc£tt©fltiMftKt, 
7C#^«f, GC-MS, NMR, Mjftfc£*tt©^ttsfc:J;oTfT 

[0 0 19] JH«Ufc^*»^»i«Tf**#Wy^ 

Wtt fciMf if *B«BttMrr* £ ft* Wti Lfc. 

mil fttt^&gc^i&aifcUT, s^iaia: 
50 trams n*fc©T&o, mmmmmmtLTG® 
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(4) ftM¥8-173 176 

5 6 

TfcSo *«u 2&w5ummn. (o.swm) , mw (3oorpn) m 

co o 2 o] Mtsm&n&mtem • ^KBWtLra *bfc. *M*7ttt^«bT±i»**a, pimaa 

«w» mufflu *?-fe/w». ->n^ «lt, hp-20 tsu kir***, 20 

^tt£fcl/rgnttfcS4l/CfcJ:t»U %**/-;Hfc#ffc, 80%7-fe h>T*Sffl3lt&. iSffl 

*J, £lf*f. rtm jft*«fcbT#ttnBfc:« *»3Lft» *ffiTTWibT7-fch>***U 

£ft£KJ;9*b<llfc*#, a**AlHS&DiW 1 ttfflMIWETWMMSHU 

[0 0 2 1] «JWftC!>*jai|tOWWJB#ftffiVV LH-20 (400ml ) ©iSBlCfc-a;, **/-JH?M 

**WU SglcKXffll. 5K&SSK£bTi|g£*J, /ft* A : **/-;U=50: lfc**U *"J*y/V (Kiesel 

«jRin, «|9WtlWl3fe2*ln*.&«, fftt gel 60) (150ml) ©_b«BK«tt, *nn*;U£: 

fciDIHB, «3K *^-fe;WW»^ **/-^=50: 1> 20: lfttflO: 1, 500mIT& 

^■r*. cn^omm. ®tt.m\z\tm&. toznit. *dd*ji^: **/-ju==50: 1-20: 1 

£AfcK tt»»*l»r*#&R:tt, i*fcjfif«fcJ: ©7-feh>fc8*U *U**% (Kleselgel 60) tM 

r>mmn* tsmn, wmm* wmfcmuz&Wim * «ffiTT«wtH*** s/u*** (Kieseigei e 

u «»te±DAT* mm> mmm&amtr*. o> <i50ii)©±*ic«tf, 7-th> 

[0 0 2 2] =3:1,2: lfttfl : 2, & 500nlTJSffi$iifc. 

*»WttEn&lClKSn*t>©T!ttftV>. ft, f| >: 7irh>=3 : 1-2 : 1 TfcfflSnsiSttlBft* 

*©XfimKb£WRDMtt*T**. fcfcfc. •M5SnWftV«frtt**©bil'X>: 7-fe 

[0 0 2 3] &ttm. #t/Uv>©ttSS£«§£te3B h>=5 : 1 ttftftU 5"U*y;W (Kleselgel 60) * 

HfcifitbT, ^U-feO-;P 2.0%, £f;i/3-X 2.0 (50ml) ©_»£«-£, K*X> : 7-fe h>= 5 : 

X, *St& 2.0%, »#X*X0.5 X, Mtf-hU9A 1, 4 : l&tf2 : 1, § 200mn?&ffl$i*&. h;VX 

0.25%, NK&Wy AO. 32%fttftt*&K&tt (SftSS > : 7-feh>-5 : 1 tr»ffi*n*JStt«»**»» M 

IHO.25%, *ft:T>*>0.25XaifflaiaiB0.2SX©» ©flHM££0Hk 611.2V ©ffWMr«ftfc. 

0.2 XafeJ^&ttSJftttftJflttfc. £ **nn#;i^tt30»lfc*#bT, ^tf^Tfcftfc 

SJfcJfetbTtt, MF*©^'J-fen--JV 2.0%©frfc>D b, IM420.0V 

K#xh«t& 2.0%<tb, ttOfeftttNCfe©*^ A? [0 0 2 4] C©±5fcbTII«*nfc«tt#fll©4Hl 

&. ?*-JfftlCftlTI& »«m05%**IIPbfc. 4K*WttK»4*K**raOT»*. 

$»jTfipH£ 7.4fcl»bT»Bbfc. WE©a«% 100 1) EI Mass XI* 

nlft^b/!: 500il«HA79X3* lZOTCTlS^TOK ^tt«5K© m/z489 ^MT EI MassX^* h 

Mb, Ctlfcller-M 7167*©#Hlf*35«l©ie*« ;W»*f©i»gm, m/z489{CM + «S«H^n, ^^«C 28 

&«b, 28tT3 0M«i««bT«l«i:bfc. » H4sN0 8 T?**iftfebfc. 2 IC*^. 

»*15Lft, #30L#^-*7r-^>*-2»K» [0 0 2 5] 
abT 1201C, 3O^W«I0b, n%m*& lOOmiro^* [^2] 









(mmu) 
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489.3101 


489.3090 


+1.1 


q s H 43 N0 6 



[002 6] &• 

2 ) mmmz*? h)v : mtiftfteg l^b^. [0027] 

3) *fltt*KX** : «!l^ife*ft0 2 IC^bfc. [*3] 

4) i mm%#mx^>7 h)V : mfe%%Zm3lZ7r:V 
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[0 0 2 8] 5) ls C^^i»X^h;!/:iRI^«g* [0 0 2 9] 

£3?4ic?r:Lfc. [^4] 
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COOH 



s *■ 



«rW¥8-l 73 1 76 
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®M : cpg 3 : cdcj 3 ; 8 77.0 
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15 


126.9 


14 


118.2 


12 


115.9 


CN 


76.5 


17 


73.1 


11 


69.9 
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48.7 


V 


47.9 
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45.8 


I' 


43.1 
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39.5 
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37.5 
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36.0 


16 


35.7 
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35.2 


10 


31.2 


3' 


29.7 
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27.2 
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26.3 
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4' 


20.2 


8-CH3 
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16.7 
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14.9 


10-CH 3 



[0030] M±<Dm%ft*>*tonn#i'Vi?>r$>2> 
[oo3i] %mm2. mmmmm^. 

t>*>, Sprague-Dawley&«t7y M8~12ja*&)<fcO«HJ 
Lfctt* 24^x;^l/-hrt^^>aiM*-h^LT» 



irrs. «Lt^'f^i37-y>^ <ce 

llmatrixtype I - A : Sfrfflif 500 /il 

x;w\&£* >J->^>^ftT?^aTi^20^ra»*l/T 

OOjU 1 <D MCDB 131 D l^XlS&fclt) #*fi£&£X 
iWCjtUtCO* >f (5%C0a)T 37 t:r« 

SB^WU^>*^tTMCDB 131#Jfi£JS*&£ 

50 13lJ&Jfc££&LT#*£lfcttifc. *UT, #WJv>> 
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(7) ftM¥8-173176 
11 U 

Jlli»**BI1Wi*ffl^Tllftb& a *©tt*li*5fc* IBJli«fct©H«C«*)UT**. 
Ufc. *5fr&9!&*&£2:<, #UU [0 0 3 2] 

»fcA«*B*«sffl**U *©I Ceofcfcfa 0.5 n* [&6] 





m * » 


IB * tt tt 


0 as/il 


n «= 4 


0 % 


0. 1 
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0. 3 
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2 8 


1 


4 


9 0 


3 


4 


1 0 0 



[0 0 3 3] mbMZ. in vivo Mtr£RM!gtt *jfiL#*f£* (AM) ibfc. 3*HWi3>hn-^ 

•7»>XftfflVifc±CfPffl©«»*dor8al air sacfc (Sa (CT) »1»10G5, #WU5>>S#»ttl*5BTffo 

kamoto et ah, Cancer J., 1, 55-57, 1986) fco Ea3lCtt**«T^> 1.8 *J;tf 6«/kg8We 

Al/fc^ift€«^Tfrofc. Hillipore ring (0*5 U 0 A**M#fWfl**bfc. 6nig/kg&^3ST 

#7ttSD £0.22um ©nembrane filter (HA1P0 : B# tt«tt%>at>n2BE©T^X*9Et:l/fc. 

5 U #7&tt Tv'-JULT chaiber£tf*r*. CO [0 0 3 4] ^J6^4. fc h*Mtt WiDr HJBfc*ff 

chamber^ PBST«»bfc 1 X10 7 flak h^MB f *#tJW*iS£ 

iDr Mfcft*fAl/fc. 6~8>a*&©Balb/c(nu/ 3 X10 6 fi©t httM WiDr «fflBa*Balb/c(nu/nu) 

do) fc^XfctfHftTfcaftoSfcfWU *©chai ^£*©*TfcfMIU SBck D#l/'J 5»*— H- 

ber fc&ttbfc. **M5TbTjfc&6*W»C#l/y BK mB®<OX*i>*-frVGnmzto1t*)WaLto&± 

5>>MUW3^tt*U aftl H 103 BWB&bfc. bfco #WU5»ttM*Sl X NaHCOs #fc**bT 

Chamber &*4 B&tC 5l Cr^;!/bfc^X*lfil#£JI &ffibfc. *&tt*«KB*1MXtt!JfcU ffitftttt 

»iioaxu 55«Mc-7^x*»iii/fc. ch *#at*#ffibfc. *•©*§*> *6fcwan**5ic, 

amber K:*Ufc*»©A7ft«l»b*llt&*fc chamb 30 #WU^>W*UBWJBft^ti:*KMMOT* 

ert£&bfctffi#©#£iE«tC^DIiU 7-counter K fefls^*T?*«^t*cM9ibfc. 

J:-3TJliMft**b&. PBS £&Abfc chamber*^ [0 0 3 5] 
«bfc»'&©JtaM*W»«)JfcMJ:DJIb9l^fc«ft* »6] 





tt*#flt Um3) 


Mitf*ffl/3>l-D-A'X 100 




736.74184.9 


100 


0.18 mg/kg 


620.2±29l.O 


84.2 


0.54 


55 0.8± 105.9 


74.8 


1.8 


522.6±336.5 


70.9 



[0 0 3 6] £ffifcI5. t hWA«WittPC-3»ftKW 

3X10 6 j8©PC-3*tOB£Balb/c(Qu/mi) (*t 
HM*6I£. £i*3*6lffi) ©ATfcfMtU 10B&£0# 
UU$»*1 B 10«M*>4»4b&. *1/U3»ttl 
XNaKC0i*lCffl*U 1.8 ng/kg£i9!4bfc. ^©fci 
H4fc*an**'5R:W6^tttM»f^ffl*wb 

[0037] simtNftwim 

5X10 5 <B©*?^XB16BL6X ^y--7#ffl!fe£v^7 1 (& 



Wmm. $M5BS) ©foot paiKftTiMtU 6 0 
ttJ:D4CI/U^>«l B l@10HMIUa!rt^f9!#b&. 
fM*21BBfc»»M©a*«K4«»rU ***&26B 
B±BBtf#l/U3>>*7BWift4b&. &tti*33Be 
lcW^©lSfc&£ffl£bfc. *©»*, £7 tl^tlS 
J: 5 CI. 8 */kglS!^#V»>XTmrft«»«l«l«r*S 
^bfc. 

[0 0 3 8] 

C*7] 
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(8) 
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14 




21 B B <DBi3M 


tflE® * 4 X 


33 B 


( Be/kg) 


mm'lSD* 


t/c (%y 


+ jfe«* (IBIS) 




290. 5± 58.7 ; 


100 


24 (8. 16, 17. 18.24. 
24. 29.30.31.43) 


*' 


0. 18 


349. 4± 43.6 


120 


15 (8.9,15,16,61) 


'/ 


0. 54 


364.6+133.2 
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15 (10,15.186) 


>> 
> 


1.8 


285. 5± 62.7 


98.3 


3 4 (2.3,3,9.21) 



m 

a:^Jffi*^»±SD(21Bi) 

b: (*««!4*©M#l/3HB-»i(Di«Hf») X100 (21 BI) 
c : fc#©Hifrfc&tt©*£« (330 1) 
d: p<O.0l (Kruskal-waUis#£) 

[0S<Z>fK¥&ifcE3 »MIDr«e*©«»r4*fc:*rt-*#l'U 
[01] £J60I 1 Tff 6tlfc*WU ^ twTHT**. 

[033 *lfc«3Tffo&T»>X&TK:*tt*fch* 



[01] [03] 




CT Q.I 1.f 8-0 



(mg/kg) 
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